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EMBASE COPYRIGHT 2005 ELSEVIER INC. ALL RIGHTS RESERVED. 
2004287938 EMBASE 

Targeting endogenous inhibitors of apoptosis for treatment 
of cancer, stroke and multiple sclerosis. 
Holcik M. 

Dr. M. Holcik, Apoptosis Research Center, Children's Hosp. 
of Eastern Ontario, University of Ottawa, 401 Smyth Road, 
Ottawa, Ont. KIH 8L1, Canada. martin@mgcheo .med . uottawa . ca 
Expert Opinion on Therapeutic Targets, (2004) Vol. 8, No. 
3, pp. 241-253. 
Refs: 114 

ISSN: 1472-8222 CODEN: EOTTAO 
United Kingdom 
Journal; General Review 
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Human Genetics 
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Drug Literature Index 
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008 
016 
022 
030 
037 

English 
English 

Entered STN: 20040722 
Last Updated on STN: 20040722 
The inhibitor of apoptosis (lAP) genes have emerged as probably 
the most important intrinsic regulators of apoptosis. The members of the 
lAP family are highly conserved in evolutionarily distant species 
and perform the critical role of binding to and inhibiting distinct 
caspases. This inhibition is mediated by discrete baculoviral lAP 
repeat domains that, in a domain-specific manner, inhibit either the 
initiator or executioner caspases. As such the function of lAPs lies at 
the very centre of virtually all apoptotic pathways. Since many, if not 
most, human pathologies involve aberrant apoptosis, the modulation of 
TAP levels or their activity offers huge therapeutic potential for 
treatment of various disorders. Indeed, available data suggest that the 
therapeutic downregulation of lAPs by antisense targeting or 
their adenovirally-mediated overexpression, can in fact be used to 
successfully modulate cell death. 2004 .COPYRGT. Ashley Publications Ltd. 
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PubMed ID: 12855663 

Antisense oligonucleotides targeting XIAP 
induce apoptosis and enhance chemotherapeutic activity 
against human lung cancer cells in vitro and in 
vivo . 

Hu YanPing; Cherton-Horvat Gabriele; Dragowska Visia; Baird 
Stephen; Korneluk Robert G; Durkin Jon P; Mayer 
Lawrence D; LaCasse Eric C 

Department of Advanced Therapeutics, British Columbia 
Cancer Agency, Vancouver, British Columbia, Canada. 
Clinical cancer research : an official journal of the 
American Association for Cancer Research, (2003 Jul) 9 (7) 
2826-36. 

Journal code: 9502500. ISSN: 1078-0432. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200404 

Entered STN: 20030713 
Last Updated on STN: 20040421 
Entered Medline: 20040420 
Activation of programmed cell death in cancer cells offers novel 
and potentially useful approaches to improving patient responses to 
conventional chemotherapy. X-linked inhibitor of 
apoptosis (XIAP) / is the most potent member of the 
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lAP gene family in terms of its ability to inhibit caspases and 

suppress apoptosis. In this study, we investigated the effect 

of XIAP down-regulation by antisense oligonucleotides 

(AS ODNs) on human non-small cell lung cancer (NIH-H4 60) growth 

in vitro and in vivo. In cultured H460 cells, G4 AS ODN was identified as 

the most potent compound. It down-regulated XIAP mRNA by 55% 

and protein levels up to 60% as determined by real-time quantitative 

reverse transcription-PCR and Western blotting, respectively, and induced 

60% cell death. In contrast, the scrambled control ODN caused minimal 

XIAP' loss and less than 10% cell death. Treatment with G4 AS ODN 

induced apoptosis as revealed by degradation of procaspase-3 and 

poly (ADP-ribose) polymerase proteins with significant nuclear DNA 

condensation and fragmentation. In addition, G4 AS ODNs sensitized H460 

cells to the cytotoxic effects of doxorubicin, Taxol, vinorelbine, and 

etoposide. In animal models, administration of G4 AS ODN had significant 

sequence-specific inhibitory effects on H460 solid tumor establishment in 

a xenograft model. This antitumor activity was associated with an 85% 

down-regulation of XIAP protein in the tumors. In addition, the 

combination of 15 mg/kg G4 AS ODN with 5 mg/kg vinorelbine significantly 

delayed tumor establishment, more than either agent alone. These studies 

support the contention that XIAP is a viable target for 

cancer therapy in human non-small cell lung cancer. 
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BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
2002:409132 BIOSIS 
PREV200200409132 

Antisense oligonucleotides targeting XIAP 
induce apoptosis and enhance therapeutic activity against 
human lung cancer cells when combined with 
anticancer drug in vitro and in vivo. 
Hu, Yanping [Reprint author] ; Dragowska, Visia; 
Korneluk, Robert; Cherton-Horvat , Gabriele; Durkin, 
Jon; LaCasse, Eric; Mayer, Lawrence 

Dept. of Advanced Therapeutics, British Columbia Cancer 
Agency, Vancouver, BC, Canada 

Proceedings of the American Association for- Cancer Research 
Annual Meeting, (March, 2002) Vol. 43, pp. 576. print. 
Meeting Info.: 93rd Annual Meeting of the American 
Association for Cancer Research. San Francisco, California, 
USA. April 06-10, 2002. 
ISSN: 0197-016X. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 31 Jul 2002 

Last- Updated on STN: 23 Sep 2002 

BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 

2001:575599 BIOSIS 

PREV200100575599 

Modulation of lAPs for the diagnosis and antisense 
treatment of proliferative disease. 
Korneluk, Robert G. [Inventor, Reprint author]; 
Mackenzie, Alexander E. [Inventor] ; Listen, Peter 

[Inventor]; Baird, Stephen [Inventor]; Tsang, Benjamin K. 

[Inventor]; Pratt, Christine [Inventor] 
Ontario, Canada 

ASSIGNEE: Aegera Therapeutics Inc., Verdum, Canada 
US 6300492 20011009 

Official Gazette of the United States Patent and Trademark 

Office Patents, (Oct. 9, 2001) Vol. 1251, No. 2. e-file. 

CODEN: 0GUPE7. ISSN: 0098-1133. 

Patent 

English 

Entered STN: 12 Dec 2001 
Last Updated on STN: 25 Feb 2002 
diagnostic and prognostic kits for the detection and 
proliferative diseases such as ovarian cancer. 



breast cancer/ and lymphoma. Also disclosed are cancer 
therapeutics utilizing lAP antisense nucleic acids 
lAP fragments, and antibodies which specifically bind lAP 
polypeptides . 
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MEDLINE on STN 
2001133428 MEDLINE 
PubMed ID: 11145600 

Human ovarian cancer and cisplatin resistance: 
possible role of inhibitor of apoptosis proteins. 
Li J; Feng Q; Kim J M; Schneiderman D; Listen P; 
Li M; Vanderhyden B; Faught W; Fung M F; Senterman M; 
Korneluk R G; Tsang B K 

Reproductive Biology Unit, Division of Gynecologic 
Oncology, Departments of Obstetrics and Gynecology, 
University .of Ottawa. 

Endocrinology, (2001 Jan) 142 (1) 370-80. 
Journal code: 0375040. ISSN: 0013-7227. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals 
200103 

Entered STN: 20010404 
Last Updated on STN: 20010404 
Entered Medline: 20010301 
The inhibitor of apoptosis proteins (lAPs) constitutes a family of highly 
conserved apoptosis suppressor proteins that were originally identified in 
baculoviruses . Although lAP homologs have recently been 
demonstrated to suppress apoptosis in mammalian cells, their expression 
and role in human ovarian epithelial cancer and chemotherapy 
resistance are unknown. In the present study we used cisplatin-sensitive 
and -resistant human ovarian surface epithelial (hOSE) cancer 
cell lines and adenoviral antisense and sense complementary DNA 
expression to examine the role of lAP in the regulation of 
apoptosis in human ovarian cancer cells and chemoresistance . 
Antisense down-regulation of X-linked 
inhibitor of apoptosis protein (Xiap) , but not human 
inhibitor of apoptosis protein-2 (Hiap-2), induced 
apoptosis in cisplatin-sensitive and, to a lesser extent, in 
-resistant cells. Cisplatin consistently decreased Xiap content 
and induced apoptosis in the cisplatin-sensitive, but not 
cisplatin-resistant, cells. Hiap-2 expression was either unaffected or 
inhibited to a lesser extent. The inhibition of lAP protein 
expression and induction of apoptosis by cisplatin was time and 
concentration dependent. Infection of cisplatin-sensitive cells with 
adenoviral sense Xiap complementary DNA resulted in 
overexpression of Xiap and markedly attenuated the ability of 
cisplatin to induce apoptosis. Immunohistochemical localization of the 
lAPs in hOSE tumors demonstrated the presence of Xiap and 
Hiap-2, with their levels being highest in proliferative, but not 
apoptotic, epithelial cells. These studies indicate that Xiap 
is an important element in the control of ovarian tumor growth and may be 
a point of regulation for cisplatin in the induction of apoptosis. These 
results suggest that the ability of cisplatin to down-regulate 
Xiap content may be an important determinant of chemosensitivity 
in hOSE cancer. 
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Site) which is found in the XIAP 5* UTR. XIAP protein 
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conditions that lead to the inhibition of cellular protein synthesis. The 
multiple biological activities of XIAP, its unique translational 
and post-translational control and the centrality of the caspase cascade 
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molecular target for modulating apoptosis. Therapeutic benefits can be 
derived from both the suppression of inappropriate cell death such as in 
neurodegenerative disorders and ischemic injury or in the activation of 
latent cell death pathways such as in autoimmune disease and 
cancer where apoptosis induction is the desired outcome. 
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Inhibitory regulators of apoptosis play a critical role in the 
responsiveness of turnout cells to cytotoxic agents. The X- 
linked inhibitor of apoptosis protein (XIAP) 
is a member of a novel family of Inhibitor of Apoptosis ( 
lAP) proteins. Here we show that acute low dose ionizing 
irradiation results in the translational upregulation of XIAP 
that correlates with an increased resistance to radiation in non-small 
cell lung carcinoma. This upregulation is mediated by an internal 
ribosome binding mechanism via an IRES element located within a 
XIAP 5' UTR. Transient overexpression of XIAP rendered 
human carcinoma cells resistant to low dose y-irradiation . By 
contrast, the antisense targeting of XIAP resulted in 

increased cell death following irradiation advocating a distinct role for 
XIAP in radiation resistant phenotype of human cancers. 
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